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rH * *IEffi*fflTl T 1 6*7-^- Osaka (JP). 
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(75) *«#/lBBA f#Blcol*T(D*M: *lUffi 



ft (NAKAYAMA, Yasunori) [JP/JP]. ± # 
(KAMIMURA, Takashi) [JP/JP]; T 191-0065 KSlffl 

ssrfijfi^£4Ti3i2^ *A***a m^sf 

3E*tr > £ — 1*3 Tokyo (JP). ?F M ffi (AKAHOSHI, 
Tohru) [JP/JP]. jfiK^X: (KONDO, Hirobumi) [JP/JP]; 
T 228-8555 WStJH !R ffi « JS 7fi ft M 1 T S 15«*fe<Z) 1 
itm^X^m^^fo Kanagawa (JP). 

(74) ftilA: lift H WW (MAEDA, Sumihiro); T100-0011 

m«B^«Baisrt*BT2Tai*i-&fi?A<*a#afii« 

S*S-fc>£ — ft Tokyo (JP). 
(81) «SHfHrt;: CA, US. 
BttfiBVfl: 

*PCTiMy hfl!>BBfc»«*#tr^* rzi-KirBSB 



= (54) Title: REMEDIES OR PREVENTIVES FOR RHEUMATOID ARTHRITIS 
(54) 5&fK<B«»: tttllU <D#««t» L < 

(57) Abstract: Remedies or preventives for rheumatoid arthritis which contain as the active ingredient a substance inhibiting LARC 
^ or a substance inhibiting LARC receptor (CCR6). 

^ (57) Ktt: 

£2 LARC^Plf t^^f , ^fcttLARCS^^ (CCR6) £ Pfi 

° ^ ^^^^^^^ ^^^mm v ^ ^^<Di^mMh < 
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m m m 
« ft h m u t> t ^ © m m m % u < u m m 
5 &ffifrm 

£<bfcf£b<te, L AR C Sift§ftSSfc(iL A 

r c & zoom & m%u&ft t-r z , m. ft w 0 u ^ ^ ^ 

© ^ * 3tf * £ « ^ gfr&J H f « © T * 5 o 

10 

tffS« 

SftifJ ^Tf (rheumato id ar thr i t i 

t? > ^gsnfs#3ia*^ST$5 0 -r & t> ts > isttiisu 

15 ^^^fi^fCDRIffiTftt, U > £ « C t SiL^cD^BJfj; 
S lH , ft RUB! IS CO Stt & mM\Z£Z&mmm<Di&j£ (pannu 

20 tt^EB"T?»*(Feldmann6, Cell, 1996, 85, 
3 0 7 ) o 

3* CO jft \Z }$ , m m l*J T © dr ^ # > (D 3§ M ifl & M T? * § C i ^ 
^tl^TiC-r>^-P-f^>-8, regulate 
25 d upon activation normal T ce 
11 expressed and secreted (RAN 
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TES) , macrophage inflammatory 
protein— la ( M I P — 1 a ) , monocyte c 
hemoattractant protein— 1 (MCP — 
1 ) & E (D tr ^ ts -i > ifi M T 3 d h ifi W b £ o T V* 5 0 

n5^t*iSS$nT^5 ( B a r n e s £> , J. CI in. I 
nvest. , 1998, 101, 2910;Ogata£>, J 
Pathol. , 1997, 182, 1 0 6 ), L ft U , 
10 (D^r^tl <i > £ m. W T % ZL £ T % ^ \Z Je JR #S Sfc # $ ft S *) W" T? 
& e £ 6 fci , c:fte<z>^^;fr^>&^{c&wg?^&T<Z)&?&-& 

^ # > £ , 1^11 0 kD£D^?I§fe^, # * & IB J& «fc 

15 x) m^z nz-m<D&9m./&Li&MWtf u ^y^- f ousts § . 
-r ><d m. ^ fc «fc o -y- y ^ ;p - y t # e n s . -r & t> % . n 

*^>fe|g$nT^§ (Murdoch^, Blood, 20 
00, 95, 3032;Rossi£>, A n n u . Rev. Im 
munol. , 2000, 18, 2 17). 

25 H^Zlr**!^ £ 7c ^E # ^ > « , M Jfe it 
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f ^.^nt^§ (Murdochs, Blood, 2000, 9 
5, 3032;Rossi£>, Annu. Rev. Immuno 
5 1., 2000, 18, 217;Campbelie,, Scie 
nee, 1998, 279, 3 8 1 ), 

it & m m u # v ^ m m o m m mm \z u , ^^uyr-^om^, 
mvtmm> b y >/^, * u — t u > a° « # © a m ^mm-zn, 

& m <=> & £ £ ti . x u & ^ o 

£ n £ X , « ft II gif U V t ^ , T'J >A 0 f$, v £ p 7 r — V s * 

m mm m & * t l r-^m. mn & m m x % & t # x. s nx ^ tc „ 
15 l ^ l & j&j £> > is & m 0 u # 5=- m m (d m 8 o % \z & ^ x , jul « 

\Z B 'J >Af ^I4T5 SBfiiftTfe 5 U V V h < FBf 

tUSti§a> ItftMfiiJ u ^T^m^rop^^mi^i^ B u 

CO § PI #J ji, 6. tl > 51 ^ {C d CO g ffl B U > A° M 35* U ^ T h -f F0f 

ts: ^ # ie bj $ n : > m-mm m v v ^ ^ & mmm $z 

20 t^inB 'J>;i«Olgtt^ai^nj&J6t^5 ( R e p a r 
on-Schuijt£>, Arthritis. Rheum. , 

1998, 41, 2 2 1 1 ; K i m 6. , J • Immunol., 

1999, 162, 3053;Williams£>, Immun 
ology, 1999, 98, 12 3), 
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cms <D®vimm&T u ynn ^iftm^mmi, , gttft^tx^ 

»t??e£UTViS»^|fflJiatt"r<t> T ^ X , T U > /I « S ft ft; 

no fl§ ifi, m w m m c * # 3 g it & & is # s s & ® s a & m & v x 
^5i*^.e>n5 (feiifnA, e^od^^*-, 1997, 1 82, 
534)0 

.10 x < § iWjfitt^jRjfettr jrhbust? * £ c: £ w %l s> nx „ -r&fr 
% , d n e> o s ?h u & & # « m & # tt m 1*3 x j$&&t m. k 

15 S&lSt5:tl:<koT, T'J>A°5t> T^n^T-v 5 ^ B'J 
> rt&<Dm®.fc& fflffi-V %%>£%%. *>tl%> (Thomas?,, I 
mmunol. Today, 1996, 17, 559; Thorn 
a s , Arthritis. Rheum. , 1992, 35, 
1 4 5 5 ) „ 

20 S 7c , llftit'J ^7?-lt0f Ift'xlibfeTU > A° S£ CO 
A SB # » , ^^iJ-TiJV/^TfftSCfc^ftenTUS. b & 
^ -o X , ftftRf U 9-??©fiEat»5TU >A»tt, Z. CO ^ ^ 
'J-3"fy©T'J>A«T*5iiIffittAJilH ( T h o m a s 6 , 
Arthritis. Rheum. , 1992, 35, 145 

25 5 ) . 

-iri3it>%* « & w 0 u v t ^ j§ # co h © mm i*j ^ co m vtm m , 
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m n fc & # 5 & « iffl is © ^ , ft it > & s v> « s ft ft £ a « *r 3 
w- {c « m f £ © m m « §a s ^ \z & ^ x & s -r , £ £ \z « , ^ n 

S © M J!& ^ 14 £ 4$ £ #J \z IS # f & m M « £D 6 n T V> & l> „ 

io *mm<D sm\ts m t£ m m u ^ v ^ m m © s§ as m m \z & n m 
% m < z. t \z & § mmn % b < « ^ mm & *i « -r & c t ^ & § o 

£ LARC§ISt5l)»H<tiLA 

15 fc*5 fr3tf#c3ffll&, B'J>/\°3£, ^ U - T U >/\°5t 

0§J0, 3Mt;> m&fc%ffi < Z\ £iZ £ zmmMh V < it^ffiMZ 

20 AfJOfflii^^iit^^tA'f >t*5LARC*I4t4 
£ «> LARC tL ARC§g#©IS^ia§^\ IS ttlfU "7 

25 ^iEt§l:S^fc. 
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B 8 titiHl! U >>T5 ; it©»Ka»l:*»5 C C R 6 »tt 

0 9 ta«ft Mt'J^YflfO ilfil i:felt5CCR6 m- 
RNAO^g^^rln situ hybridization?* 

§ L A R C mRNA058I4'j'7Jl'^^AP CRSfci D« 

Hi l fct v # x I iSSn^-y^Hffilfe^x^oSI^Maffc* 

10 IJ5CCR6 mRNAO58aSU7;^<APCRSlCJ:0ft 
W \z M ^ & «b cd Tr £ § . 

si2»v>xi i m n ^ - v > m m& ^ tjvo fiiai k *5 

15 f^SLARC mRNAC^S^RT-PCRStaDiSIWil 

01 4 ^ y h I iain^-y^MWife^^^OSSSfeHftfK:* 

6 £ # ;t £> tl £ > mRNAOjISSRT-PCRSfc 

20 Ml 5\t^v h I Il37-y>HI^ : ETJKOflIi!^ 
25 *^HJ<D##P0UO^5 1 CD^^^Jfeb<«?-B&^iJi«, 'lift 
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LARCilt « ifi §T 5g JL £ tl C Ctr^ti^ ><D — ~D*V 

larch, £fcjFF)«, m> mmm.m. v>nm, urn, - 

L A R C ©38Sl.te, y WSfflLttfc ^TtlSW trn 

SI £ ti £ & © £ , ^ 2e ft © $fj iUc J: D — M'K (c i! $ tx -5 fecD© 

-f iic^^ens. ife^oT, LARCfctttitft^iSt 

10 ( H i e s h i m a £ , J. Biol. Chem. , 1997, 
272, 5846;Rossi£, J. Immunol., 19 
97, 158, 1033;Hromas6, Blood, 199 
7, 89, 3315;Power£>, J. Exp. Med. , 1 
997, 186, 825;Cook£, Immunity, 20 

15 00,12,495)o 

LARCCMt^iil^f^ LARCSI^Sii-ltg:5„ 
LARCS^^HTtt, tr^EX >§§#CCR 6 #t &j £ tl T 

— T U >/tSt(iCCR 6 ^%IL-T^5 ( B a b a S. , J . B 
20 iol. Chem., 1997, 272, 14893;Grea 
v e s £ , J. Exp. Med. , 1997, 186, 837; 
DieuS, J. Exp. Med. , 1998, 188, 3 7 
3 ; L i a o 6 , J. Immunol. , 1999, 162, 1 
86;Bowman£>, J. Exp. Med. , 2000, 19 
25 1,1 3 0 3 ). 

- I£ tfj C , ir^Jj-iyt^&^^fote, If 1 T^fJSLT^S 
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fc> T? & < * n h-D <D tr^E^j > Ttft 1$L& CO *r qE * -f > ^ ^ #: tc US 

k m wl <d t ^ # -i y & m & r § c: t & is a $ n t ^ * . l & & o 

5 t^^^ns (Murdoch^, Blood, 2000, 95, 
3 0 3 2 ) o 

10 HSi^t^itHioTiaTU > A° 5t <Z) -ft £ if >» T £ o 

Sffi{b$tlT^^Vi(^^fPA, 1 9 9 7, 1 8 

15 2 , 5 3 4 ) o 

t t> % , «ff w m is a t > a° ^ © jg ft -ft t & ^ t * *> m m & 
in: m m m * § & 8& , »jsi^<2#^m©«7H£pjl^t&;i 

t \z J: o T , TU >/u|o^tt{t;$P0JL, £ & ft* , t ^ a ^ 

T - > BU >/^©SttflsS»lW , T!*5t#^6n5 ( T h o 
20 'ma s 5; Immunol. Today, 1996, 17, 55 
9 ; -tmm, Mebio, 1995, 1 1 B # , 44;Thom 
a s £ , Arthritis. Rheum., 1992, 35, 
1 4 5 5 ) o 

U & jj« -o T , *»^OftttM»U O v ^ (D ft ft M % b < ^ 
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sio*ttM»y o^^(Dmm%i; < a « & h » ij # © b& 

ffiffl T # 5 o 

* , « tlf u^Tfitoiin^^t, b u y n m it ift 
mm m v y ^ ^ & m <d & mm \z b u *g &-ft <d m t & 

(Reparon-SchuijtS), Arthritis. R 
heum. , 1998, 4 1, 2 2 1 1 ; K i m £> , J. Imm 
unol., 1999, 162, 3053;Williams£>, 
Immunology, 1999, 98, 123) 0 jfi^, U ^ 

0*&«f«!l *> L < te^Bfr&Jte:, U *T <D 5§ i!m W 0fc & 

$1 # $ ft <S> C £ ft 6 > J H tt Yb L/ £ 1* tt M ffi U £ T ^ 0 & ft & £ 
15 ^t«CCDii®|^ihfc^ffiT^-5 (±mm, Meb i o, 1 9 9 5, 

i i n n, 4 4 ) , 

*^HJT^fflT^> rLARC$|*t««JtJ LARC 

T^s$n^.iH^cr)ii^, ^Mb , & & vi « $g <t * is * -r & « « , 
20 l a r c <d r n a ^ is < & ? > n z m <d mm & m % m n tZ £ 

D^*b<«LARCjcj;o«i»$nfciiffljiajtt^fc*f-r«iaiFtB 

£ § E £ \Z «fc D ft 5 ft fc^Sl^g *f * 21 h ifi-? # 3 . 
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^ y « , fe l < n m m > » m , p* ?l it * 35 © m , m & & 3is 

©«BaSK:^i'iT3fiWWfc:»^$'e-^LARC^>/ , ?^Kfc:«ki3Sf 
liStCL AR C ^ >A^.S7?^ -p T J; ^. & #s *c *> > ft 

wwvw t ?-mm&&<DmmmM<Dmm±m* l a r 

r c tsensfecTiift^. 

*&m~emmTz> rL ar c fc«fc r, mmz nr^mmm^izMt 
zm.mm&wm-rzz.ttz&Q&ztntmni « , ^larc^ 

L AR C IS«f£ffi £iti£Lf?ffi-r§ £ tCi D » BtlTcmM 
RC^pjL^-r^>^L#:^fflViTlfflM^^^^T§ffi.Sfg^i¥ffiT§ 

20 ©±#^L ARCfciSilgf t tcfcoT 

*^B^T^fflT§ l"L AR C SPlf » v L A R C id 

«fc 5 ~> ^ ir )V 15 SI * m Wt V L A R C CD £ « 9* W *5 14 & W 0J f -5 
r L A R C >^ zf - X h i^ifimn) J fc^tf. 

25 ^n60 rLARCSIStSftfiJ SLARC04lfS5ffi 
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fcf, {&ft^4k&m, L A R C Z> *fnia#, LARClfif 

* b < t& £ ^ <b £ ® > **D#C#&£tfSi:£a«T?g.*. 
fit L A R C if[ # 3&* S5F * b ^ o 
5 M &L L A R C ±rt # « , Hlfj 3 ^ J; 4 t'S b Tc i 5 t L A R 

c \z m t § m m m & & m. m t % m & % m e t # m s l v> a* , 

10 m \zmm $ n & ^ j z □ - -rivtfiw a^u f-y 

a* ^ £ f § ^ y ^ p - ^- ;u ^ # e n s %> © t a & < , t m: 

15 "T&fr'fe, lt^^tl§LARC©T5/^@e^JO-*gi5^S-rf'/ : > 
TIt®^y?F^«T!^6Ebfc^)iE^7'f Ft, L A R C £ 
58It5^^^--p^Riiilbfcif , S¥ S , !«¥LlP!i±i*©ffflfl&, 
M & & 5fc © «H IB , affciOI^SnfcLARC^^/^fSI 

20 7. , 7 y K AAX^-, ^-y-^J^iiOl&ft&^jffib, © JOfo. » 

5 ^ « © JSl:iotfe#5:i:^tf §, 
f & t) "6 > ftgLfc7^7^7^ b © JfrflR * 1t U U >/\' W 6 
U > A° $ * Jft D ffi b , 5XD-YiHtH^$tTKo h 1 e r 
25 tMi 1 s t e i n © ^ ( K o h 1 e r £> , Nature, -1 
97 5, 2 56, 495) ^ tt^ C & ^ 5 U e d a 5 © 
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# ( U e d a £> , Proc. Natl. Acad. Sci. U 
S A , 1 9 82, 7 9, 4386) C^oTA^'J 

in; # & 3 ht^Tf 5. 

(A) L ARC^>/t^IiCj;5^^X©^g, 
e r 5 fc:|Bfc©;fr 

( D ) * M ^ X P - T IE Jig # ft L & V^31 ^ m m T # S ft & A 

(E) (EL ISA) , r>xX^>^D^/ 

15 h^c^SfcisfKoKftSS^tSA-f^U H - ^ j|p| J3§ © S 

(F) KL ARCty^D-tJ^^Sl^tSA-fyj H — T 

20 * * ft i" £ |g * # & ft fcf rfr WL £ ft T Vi £ tftfle T? 25 o T t> J: to . M 
;tfc£> I gG ftkMARC#iJ^n-t^#(Pe 

pro Tec hl)f 5f If § u t^Tf 

rLARCg§^§liT5ifJ <hte, L 
ARCSS#©4«i^fiSljSttSllttS*R**i*b, fll A. £ L 

25 ARCSf #&^tTijg$n5I)i©ii, 3Mb, 
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R C S § #: & ^ b T jt ?g £ ft £ ffi © Jtt , # > 35 5^Hgt 

csi*ti/Tit 5-^*1 <i y^mwc CR 6 &m^.ls^%(D t 
ft «\ ^ <D « if & ^ e& £ ;b & u 0 

io ^mmx-mmr^ r#cLARcg*g#jft#<z)LARcs^#i£ 

SflsJB £ Jfctfe bfftftS d £ <k 0 f# 6 ftfc#lKj HJSfll 5 
fc^*r*S*ll*ff«*rS £ £ M £ b U #b LARCg§#:© 
15 *oaa*«fc^S3fe*IB*?J6:Vi. LARCf§*S^L 

<5 o 

*58i8_0S!LARCS«#Si#t Lilt in C CR 6 ia # * $F 
20 S b fc CD t LTmvf % £ £ **T £ 5 , LARCt^tSfi^ 
# £ ^ b , £ CD -cHC <£ 0 , ID CD M M > 2Mb , & § fc£ ?g ft <b 

t) t£ V* o 

25 tt, L ARC§§#§^Lfey^tJHsI^litL ARCS§ 

rLARC§§*©7>^^-^ h 
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CD £ <ft # W i£ tt £ BE"* T5ilT^tl(i\ fcii^ilffi*^ 
EJ:b?\ l&ftTfc&W* L A R C ggftfcMt 3 ^fDirC 

£ £ # £ £ £ a* -e €r , * b < « fg # ^ ^ « . 4 1 fn ia # £ 

t^LARCg§#gi#K, L A R C Lfc|ffl]M;t 
& * CO y ? D - ^ ;V irC # * m Vf & ZL £ ifi T? $ S # 58 SHte & 

# n - ^ ;p £t # fc fg S ft -5 ® T « & < , t McM-TSgfflSiJiC 

20 S^^TltO^^^H^^iT^^Lfc^^^y^HI', LA 
RCSt#$^it§^^^"l!iSfeILfcli, B*?L 

m a * cd m m , mma*©iMi&^K:<fcDjg££ft&LARcsgf 

# * W1 # « £ ® # © * > /I ^ {b ^ 1$ # & T « g'b , un6€^ 
25 SL, Jg- CD Jfe flt S 5fe CD $i (# U £ n -^-;i/iri#:) Sf^^tSJ 
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T t> % , V 7c -7 tJ 7s ^ 5 y h O «t AS * 7c U > A° 0 5 
U > A° *t £ J6L V ffl L/ , Un-7Wtl^^tTKoh 1 e r 
tMi 1 s te i n O^IS (Kohl e r 6 , Nature, 1 
5 975, 256, 495) S t ©^Sfe? ^ 5 U e d a 6 O 
(Ue d a^, Proc. Natl. Acad. Sci. U 
S A , 1982, 79, 43 8 6) fc^oTA'f ^'J H-'TSft 

- ^- ;i/ift#: * # 3 21 £ * « o 

(A) LARCS§#^>/^gia^?>)7®^g, 

(B) ^ft^^^©j»«o»w*«fc«i(ij»i|ffljia<z>^*, 

(C) ^«$nfcJ»««Iiat^^X5xn-^IDISt0ffli^iEJi 
15 M (MX.\*tf U V y*T U 3 0#4TT©±fEKoh 1 

( E ) BP3S«S£-&ig8fc3?&j£ (EL ISA) , !)x7^>^Dy 
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W (R&D Sy s t emsDf ^ilf^Ci^Tf 5. 
. $ t Tc L A R C 3? >/\^ I C J; 0 il $ nfcl^I^ C »t § I 

5 m m % w m t % d ^ k «t o 'is tt h » u ^ t 5" © * ^ ^ g& #j © 

X 5 U - — > if & ft -5 ' £ t ifi T * § . f ^5LARC^>/^f 
[UARC®4«^«)gft^«!ft5ftn?Stl«, ^011^ 
<fc XS E& * £ ffi t> T , Bf?L®0C)#[^^6#©$nfeLAR C ^ > A° 

10 c&otfei^o & ^ T? , 'IS ft H iff u ^ ^ ^ a # a * © $11 IS 

(O * ± ft 4» © L A R C ^ > /I ft ifipf £ b j&t , @ «J ^ > A ^ 
R^LARCili|R6ft5t>©fttfeV», £ £ $P i; b < , & 
ttL ARCK#:©LARCIS^1, L < te, ISLARCf 
tftfi#©L A R C £##R&*fts)B £ Jfctfc b l¥ffiT<5 C £ \Z «fc o 

20 S , IX^'J- — > ^ ^ ffl Vi 5 iSffl jJS « , L AR CS§#? i 

iit^nii, © » m m. , m m & & rs * m * m t> n. ^ , n * b 

< , itfc^I^WfclC CR 6 S^OLARC§§#^3iaWi: 

25 *^HJT^^T^ rLARC^'J^^f H^-S^S^tfe^ 
ft J LARC§§#l:MLTi^*&iO^, LARC3?> 
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a >? n ifi * * u w r z> £ m m m m ft * # & & ^ % n % ^ tr . #f * 
snfc#i«j a, ifgfi#«tLARcief 

10 ^©Ilsf ^t^iC^^$nfcLARC^>/^S 

tT. £ <DfcteTWC& £ life L A R C ^ > A 

2'n&.mftfc* LARCS*#fc»lT«^*SKfO#, LAR 

^i^ff^U^o £? £ L < , LARC0->^tJI/fiifcIST? 
15 * § £#A N^lS^^^^fp, StfctlT!* D , $ 

6 * L < « N i^mmifi h C C qE % -f > <D m $ n 2 

k * # m iz. « , l a r c © ifTio§#$nfc §M4 * ate 

?If WCgfe^tS^t^ItLt^J, * © a & cfc & 5fe €r 
20 fo^Vi. 

->^Jgtl/TlI)5;^IJ§«fcbT^5. * 3RS 1? fi[ ffl T £ 
rftttRI'J^v^^^Hftj tLTlt -7^77 I 113 7- 
25 ¥ ymW&^'r )l> i^tP 7s C I A) H<ti7»; h I I M n ^ - 

y>H»^ ; ETJi/ (7^cu) a* » £ l # , is ttii'j *y 
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s m % m t> & o #1 x. &r > ^ ^ b t a. ;t > h m m & ^ ^ ;u , ^ 

If ^ M ti? 5% ^ ;V > MRLY^tfiK fell I S n 7 - y > K 
ftS^-^Tik TNF-a h^^^yi-^lfttrik se 
5 vere combined immunodeficienc 
y (SC ID) ^^Xtr^k If ^ M 0 i$ ^ 5 s )V m ifi m Vf 6 tl & . 
Ife 5zE © HJS ft l 0~l 5 iz jj* L «k -5 fc , * 58 H3 fc & n x , <ft 
£ W fc 11 '14 M SU- U ^^ftfMtifc^^T, « H ffi U ^ t =P 
JS#©MU?»®I£I^D<> LARC^eillC'CCR 6 35 «fc tl 

•o X , ftttMffi'J^T^Oi&ftSII S V> ^ B5 Jfcl <o m # & s m £ 
lfcLARCSi*t5*R, LARC5$ftSBtft5«lJ(, 
LARC©7>^i"^ h , Sfc(JLARCSi#07>^^- 

*^0jx^fflT^> r it ft p u ^7T^ : E^;ni]#j^ffl^xi¥# 

t5utlc<fcD#6tlfcLARC§I*t§%Rj £ > nf¥L^ 
©LARC©4ft¥«igtt^Ett5#lI$tftL, fl^LtfLA 
RClCtotte^tl^llOlJ, & S ^ & ft ft £ K& 

20 lt§«f, LARC0RNA^L<^^>A^SO^i^i$J 

^ ^mt/©»jgift^©M§$i swats feowsi 

1) jta. * © I Ha7-y*>l;Mt5tt#i, 

2 ) JE?£jfi, Sfr« v 

25 3 ) # , 4fe#i&:®, 

4 ) M % JH, *^©2&-gKJ&, 
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5 ) Jfett, 

6 ) mwsktpo&jhm&mm, 

7 ) m m m m as it , 

8) 7^y'jy-y>, C-react ive prote in 
5 (CRP) # © ifa 4 1 ^ tt 18 S Jfr ^ > A° ^ K , 

9) DNAI:Mt«Stft*©S5Sfti, 
1 0 ) 

1 1 ) tfr^Ji^, 

10 Bt|fib<lt #L L A R C £rt #: ^ 3§ Vf £ fl § = 

$ e. , % m ^ ^ ffl f § ruttif u^^^tfMfe^ffl 

L ARC t i5^^t;veiSllfbLARC©4l)f Klffittl 
KJ0iT§ rLARC07>^i"Xh (^iat?») J £ 1^ „ 

*Hi©LARCg§#:(D4|l#^ift^Itt5!|«§tftL, 
M^tfLARC§t#§^lTie^tl51l0lS, # >fb, £ 
£ W£ ttrt; £ M "T £ #/ 5t . LAR CStftCRNAfe b < H 

20 ^ n.<D$£m*nM'? %>mm.u £*mtf %> z. t&T?%z> a l 

Otl/T#tf5ut*t-?t5)5t, LAR CCft^e^ASf b, 

^ois^tao, ^-fb, a& § ^ urn ft-it-r % t> © 

as ti «\ ^ <d m m & £ dc m * £ m -t> & „ 

25 ® rn#M0 u ^ v^^E^Hfrti ^TiFtff a si £ k: J: t) 

f# «b n L A R C § ^ # £ PI § T § % St J . 4" T , 1* t£ M IS 
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u # ^ ^ )v m m o mm ft ^ © in j§£ s m % *u m -t si® a**? a= 

b ^ , 

l) Jl * © I iS37-y>l;^T5^fti, 

2 ) J£#JH, 

5 3 ) #, 

4 ) JE, M , ##CD^jgSj£, 

5 ) jfo. tt , 

6) *m sk* <d & skM$kMiu , 

7 ) ng§as^ft, 

10 8 ) 7 y 'J / - y > , C-reactive protein 
(CRP) ^©A4>tttfflMJS^ > A° ? S|, 
9) DNAfc#t5ffi#*-©SBtft#«,. 
10) 

1 1 ) »Jfl|Jf 

Sl:ffSL<»,, irtLARCS^#:^?nirE#:, ^CCR 6 ft # ifi 

m Yf 5 n # . 

^XW®a~t % d <h J; D # £ n L AR C§tf§lSt^ft 
20 it J LARCS*ft*^bfc'>^tJI/fil*|iLLARC 

s 6 ic « , ± t3 © « -ft h » u # t ^ ^ 5 s jvm m & m x , « e 
is t? u ^ t 5=- <d mmn ^ m m <d * ^ u-->y&fr5 c. t &x 

m m m © m m £ wmt % m *«s? * b v> # , 
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l) ik^(D I H37-y>l:^t5K#i, 

2 ) £»M, Mttfil, 

3 ) #, 

5 5 ) jkit, 

6) *^J&Lf(DSiftL«^iiJP, 

7 ) n m m m g it , 

8) 7^iJ/-f >, C-react ive prote in 

(crp) m><Dik*M®imKm & > ^ ? 

10 9) D N A\ZMT ZfUfe^O) g^irifoffi, 
1 0 ) £#sfs, 

1 1 ) tit JK*!!£, 

L < Si , iiLARCtt^OLARCESf ffl, & L < « , mtn, 
15 LARCg§M#©LARC§#*Ef^ltJt«l^it5 

«, 4 1 faiito ^ ^ ! J - - > ^ fc f ffl t 5 ^ t ^ff ^ L ^\ £ 
n 6 PS 6 n & t> CD T? « & „ 
20 tfc3£©^ifi0!ll;fc«J:tf^8fi092tt, in v i t ro?©Rtt 

"Hifcfll 3 cd 5^ — ^ IftttMIf U ^ ^ ^JS^fi'jfeWJBtJWiiao j£ 
SbftLARCiJJ, yW?#©ai;££f|3H,, ££>fcLARC£ 
25 ia*P'r*«»»T?*SttLARCtT:'»3&«;iOil5^ : feffiL#i"*;ii:S 
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• mmm 4 & £ xsmmm 5 m&mm u ^v^it 

L ARC$ltt§»f T^§^L ARC^#^ J:i;c CR 6 £ 

5 iLT^§, f to 13 > « '14 15 0 U ^ t 5=- © m js m 1$ ^ © ffl m m 

RC£MT3tJ«J & =fc ^ rLARCSt#^i#t§*fj 
ti^ tlMDB'J>/^ 1 © #e IE . ^t'J-TU >A^O 

mm ^n^^t x en^. 
io $e.tc> nifj6, mmm 7 , s^je^j s ^^r^^jg^u 9 is 
m m u t ^ a # cd tun \z 3$ n 3 , 

(1) LARcoii ( m 6 #> £ n m 7 ) , 

(2) CCR6»MJigcDjlft ( BI 8 * <fc H 9 ) 
\Z~D ^ X L fc fe CD T ife £ 0 

15 - ^-(D^m, ±ib ( 1 ) fc^^x«, liftii'j w^mmvm 

iif ©tllIil:*^T«, L ARcattB$na^ofe„ £ 

fc. (2) ICO^TIi, ISttMtif U ^ 7?ItOf llill^ 
T > C C R 6 |» ft m m CD M ft #> £> tl o ( 1 ) * «fc ( 2 ) 

20 cd m m « , Bu>/tf, t£ iffl j& , ^ ^ u - t u > a° ^ cd g p *t 

gCO,- B'J>/^, ST ^ M M > ^ ^ U - T U > A S£ CD « M if* (3 

25 mmm 1 0 & «fc tK m m m 1 1 « , it & w m u ^ v 5^ cd » % ^& ^ 
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£ L A R C (mffiM I 0 ) > CCR6 (Hlfjl 1) m R N A © 
^SfcOViTigNfWfcil^fcfeOTiS. tniCiSt, LAR 
C ^ CCR6Clltt, ii^flfeT^^II^^TiibT^D, 

5 l t re o h 0 & fg fig t ^ t, © h » » m ar w m <d m m & m m 

iZ&^T hffimff, LAR C^itfLARC§t#:ia5ifiS 

f«$J 1 3 1 4 fct, tSftMiff U ^Y^oSjft^T 

5LARC m R N A ( HJg M 1 3 ) , CCR6<h#^.e»^L§m 
RNA (il^Jl 4) ©^SSKlOVsTilSI^WfcW^fc'bCDT?**. 
Cnfc«fc5t, LARC, CCR 6 O^Stt, Fll^g?^ f 
\Z & T ± # L- T U o 5 y hCCR6tt*^||)feSnT^a:^ 
15 *J, ^^ffiE^ff -3 fcfcS*, ilfjl 4t«lTbfc ! b©[i77 
h C C R 6 mRNAT^tf § „ 

y v FCCR6liaT©«l;5l:l/T#5:i^*S. T ■ 
^^SNational Center for Biote 
chnology Information (NCBI) CD :r — 

20 ^-Xl:SI$tlT^§expres s e d sequenc 
e tag (EST) * 6 7 y h C C R 6 ©E S TSS^^fc'b, 
:c||iJ5il;LTRap i d Amplification 
of cDNA Ends (RACE?*) * ff "5 » 7 7 h C C R 
6CESTit M^.(f, NCB I ©f-^^-XOAc c e s s 

25 ion No. AI 0 4 5 1 5 5 S*lf5Ct*JT*5. 

M 1 5 , 5 9 h I Iln^-^^lff^^T^OlF^I 
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#JR KI & £ L A R C 9 > A° & IClil^^Ti^fct) CD T & 
S o d n «fc S £ , tt m li. M fci.Sr ^^tafcifi^rt^lH^-hfcLA 

f & t> % , HJfi#!llO~15©jSg^«fcO, IftfeMffiU^^^^ 
5 fiHit^^Tfef O^IIlLARC^ck^L ARCS^#^ 

U V V ^ =£ 5 s ;H& W K rLARCSIitSftSJ t> b < r L 

10 5&f»J »^LARCtS#TE5D, rLARCS§ft*Ift5 
^J»J fc£#C C C R 6 irt#:T & § ifi . H tl C PR 6> tl S % © T « & ^ . 

IS ffi M as U ^TftrJUife^© rLARC§Pl*t§t)lj 
feKtt rLARCS$#SfiSt5«»J MC 
P-1©T>^^-Xh, titRANTE Sfi#, SIL-Itt# 

15 & IS ft H ffi U # T 5=- Sb ^ 5 s ;V Jfi # T S 21 <h K «t 0 « ft n w u 
!)TfO}&Siai)JfS$nT^5WI:^^llJ;^ ( B a r n e s 
5 , J. Clin. Invest. , 1998, 1 0 1, 291 
0;van de LooB, Arthritis. Rheu 
m. , 1995, 38, 164;Gong£>, J. Exp. Me 

20 d . , 1997, 186, 1 3 1 ). Mill g^I^tLTH 

It L/ttt, rLARC^Iit^lfij L < « TLARCg 

ft & V> , -E^fe 0 0 . 5mg*»5 5mg**fctfe©#ff * 
25 bVi„ 



25 



WO 02/32456 



PCT/JP01/03504 



5bu>/^, m « m m . /^u-tu >/^©s m l a r 

C £ J; L A R CgtftllJ; DIlSftT^S d i^^tbt^ 

s m & , if & is ftifj^T^oi&fsic^s^t # ^ m. £ n 

£ IS « f £ #1 » > LARC(D7>^^"Xf, JfciiLARCS 

£ « , LARCgtfrSlltSftS, LARCC7>^d- 
^h, ^fcHLARCgf #:07>^rT-X hifflft^OlH^i 

cc^rt^o-e^^Mcp - i © £ is » r s * « ^ it j& 

ft4» 1~7 011%, ffJL<»5~5 Oll%T^o # e> n 

m m m t v x \z , mmm (mxu h v ^ u n ^m, mm 
n a ir v V ® , T - > H * > m it £ » , ^- u - ^ m m ) , 
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-fe ;i/ d - x , t H o ^ y o tf ;v -fe ;w n - x > t H n ^ ~> 7 0 n tf 
JV^fJVtJkn-X, > JVt ;i/ d - x ) , ^'J EzjVHD'J f 
5 > , ~> ^ n X b U > , j + ^h'J>, %m> T > n h - )V , 

y;nf ^ > > # ^ m z n § . 

^ a cd m m. > a # © ^ f& ^ ^ %> s # , 

— BtCO# — A*feD 0. 0 1 m g ~ 1 0 0 Omgilt^ £F £ 
L < « — ail^f- A £ D lmg~2 0 0 m g ~T & , £ CD J; 
10 5S^ft5iMT5i5 © SI T § © ^ 0 £ b ^ . 

t > n js #1 f~ ^ o x # 31 is * jg \z m # w t m m -r ^ a* , # §s 

15 Tfc&Ho 

mnm 1 

5LARC m R N A CD % H 

( 1 ) ?tmiffljiacDii® 
20 m&mm v v^^mmomm&Km&ite&w-r 2>%&, tiii 

£#fco mmmii^Ai^^ J; D *H«lf&, 0. 2mg/mL 3 
^ ^- — if ^ (Wor thington Bi ochemic 
al Corporation®)tJ;D37 0 C, 1 B# Pal B S "T 

25 mm^ nrcmm^mmmizm^h , 10% #^i&jejfiLi*<jR 

H Bioscience®), lOmM HEPES, 100 
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units/mL ^ n s s U > , lOOMg/mL XM^7'f 
V •< > ^ ^ tT ^* jl/ ^\ \y 3 B£ ?£ minimum essent 
ial medium (DMEM) (GIBCO BRLl) }i 

jttt«£B&5!i; Lilil^ife. ircDtiiiMlA 5If«^ 

a m ft ±s * b tzl % <d % t ie <d m m. \z m m i> 0 

(2) f llil^ftSL ARC raRNAOfli 

± ib x » 6 n & m mmm z ± m v rc m m m & m ^ x m. u m m m 

^-n-f^>-l/3 (IL-H) (Cambridge®) t> 
h < U 1 n g/mL©ij3>k't>ht b At it ?E H ^ (TNF 
-a) (Cambr i dgeS) ^iiflb, 1 m m M Wi b 0 
15 tlIltfe^5LARC©^iI©^ib^RT-PCR^^ 
J; +J- If > A -f 7' U ^ -f if - ~> a >ffii: ioTKfco T % 
lfRi!S^6«RNAS I SOGEN ( v # > - > & ) £ ffi 
ViTff&£Bb, cDNA Synthesis Kit (Taka 
raig) & m^fcM&ifKJfclZ. £ V c ~D N Jfthfco PGR 

<7-^fn?ft0. 5mM, 2. hOTaq DNA 

# U * 9 — 1f (Takaral) , 5mLOcDNA, 0. 2m 
MCrtt^^^l/tf HS'^A 1- 5mMOMgC 1 2$ 

^ tr m m 2 5<i.LosjSftj;?)ffofc, 

25 fflUfe^^^-tt, LARC, 5' — TTGGATCCT 
GCTGCTACTCCACCTCTG-3' , 5' -TTCT 
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C GAGTATATTTCAC C CAAGTC TGTTTT — 
3 ' ; beta 2 — microglobulin (02m), 
5 ' — TTCTGGCCTGGAGGGCATCC— 3' , 
5 ' — ATCTTCAAACCTCCATGATG— 3' T & § 0 
5 IfribTll 1 ) 3E ffi (9 5tTl»H) , 2 ) T — - U > 
tf ( 5 2 °C T 3 0 fp m ) , 3 ) # * R Jfo ( 7 2 °C 7! 3 0 fp Pfl ) CD 
iJ-^^^SLARCJtfi^OifiOfcftfca 0 1*-f * 0 2m 
itfi?H2 5f ^f^JHf ofc„ PCR|tO-|5 0. 5/ig/ 
mLOX^y^A^u^ F (S i gmal) £ # tr 2 % 7^fn 
10 -X^'Jl/ (n y ^ >§j) ^ffl^Ttltitfc. 

DIG-High Prime DNA Labeling a 
nd Detection Kit (Roche Diagno 
s t i c s G m b H M ) ^ffl^fc-^WW^U^-fif-^a 

15 tlbfcyn-yit LARC, 5' — GATGTCACA 
GC CTTCATTGG- 3 ; beta 2-microg 
lobul in (02m) , 5 — ACACGGCAGGCA 
TACTCATC-3' -Z? & & o 

lilt fIIlC*lt§LARC^yt>^^-RNA (m 

20 RNA) 0|!i*RT-P CRfe^i^tMf^A^^U^-f^- 
v'aVSKiOi^fcilT^S. :nici5t, it MM J@ * I 
L - 1 |8 feKHTNF- aTmiWiftSCtlCfcr), LA 
RC mRNA©«adtS6n&. C tl \z M L T , *it©?ll 
IfflflS fc*3 V>T«* LARC mRNA0i|(iljg$n^*ofc. 

25 F^g[5®2pT^§jS2m mRNAO^illi^ ^TOt>7°JPFI 
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TNF-oO$(tfcft$l/T, LARC mR N A§^It-5 in 

• ii^j 2 

igfeiggp u g t^b_# ^ mm mm miz & n 5 l a r c ^ >a° g g 

5 (D 

S tt {Hi gff U # T 9=- a # * 515 O tfr g| fffl m (CELL a p p l I 

• CATIONSS) S4^t>/t-X7i , f (fiifi) !*] 
T 09 1 <h IWI mz\ 10% ^>fe^llS (GI BCO BR 
LI) , lOmM HEPES, lOOuni-ts/mL ^ — 

10 z/ V > , 1 0 O^g/mL X M/7°h7^fy>^ttJDMEM 
(G I BCO BRLfi) tgmn^^ 2 4 B# Pal « L o 
^©Sllil 1 0 n g/mL© I L - H (R&D Syste 
msg[) Ong/mL©TNF-a (R&D Sys t 

ems®) CD M £ §s ftl L ; 2 4 B# |H $d % L 7c . 

BS (0. 1M) £ #0 , M tfe # L 7c . £ © Iffl J?£ £ 4 % 

0/^*JI/A7^ft HSttTPB S Hi DSfit 1 0 # K H ^ 
L7c 0 PBStiDt^tS^iff, 0. 2 % © T r i t o n 
X - 10 0 (S i g m a ® ) §#tf P B S I: i 0 5^fWil 
20 fco P B S fcJ: D 5 F^^t-TSSL, -T>^rL^ 

-*--?SS£fc:teit£i2-fco ^ T H tk "T £i fPte £ T S )S T ?t o 7c . 
f£ m'& , iim ft zfc m <£ D 1*1 m © ^ ;P •* * ^ - if £ L , 

pbsiuq 2@«feft, i%c/)x^A5;i/^ (^n^^nao 

25 tCj; D 2@«fef bfcf , IgG tttHARC^'J^D 

-tJVS# (2wg/mL) (R&D Systems®) & $g| 
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T b , 1 m m Wc M b tz. o PBSl;J;D3@^fi, Ht?>ltl 

^ it trC 3r I gG^U^n-^;i/iri#(2^g/ / mL) (D 
AKOI) ^mX, lRntilfc. 77< F^7X^PBS 

«k o 3 in $t b > ^ ;v ^ ^ =y *r - if - ^ hi/ y h 7 e ^ > 
5 (d akoi) £ in x tc Wi > i m m mm b , n is p b s t 3 m ^ 

III 2 , flllt^tt^LARC^ >^#jg©Uggi<£3lj8ESk 
fi^fcJ;Dii^feM^fa5-g), i n l: J; § t , IL-lj3£J;D? 
10 TNF - aH^Oit^tlfdtlllti, L ARC^/t^RS 
laiT^fc (HI 2 a, 2 b) o UtStX, m 2 e~C7K{stc& 
3 iz, tf^^>Ybbfe^it^^C'V^IgG^U^ n-±;PM#:fc 

^ttiiia^^m $ o tco iktz, s^mmommmm. 

it, LARC^>/^f ^^iltl^^ofc ( 13 2 c , 2d) „ 
15 bTcT^oT, Cin IL-l/3*«ktKTNF-afc«fc 
0 ija] a £ tl 7c ?f jK «H J3& ^\ LARC0mRNAfcttl?^<^>/1 

mmm s 

Ml arc frfnffi^ iz i: ^. u > AffoiBifeEatF U_g_g 

20 £ a ^ a ^ jgg m m m £ -r & l a r c ^ %r *r & u > nmomM 

iIf!l2T?ffl^rcflI1^0. 5 % O is-B'Mstm (GIBC 
O BRLi) ^ttfDMEM (GIBCO BRLl) igmM 
+ 7? 2 4 B# M # * b 7c o © & , ^©^*^^jfe?S^-g-^^:ViD 
25 MEMlC^It, 1 Ong/mL0IL-U (R&D Sys 
temsS)>10ng/mLGDTNF-O!(R&D Syst 
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e m s M ) CD M # £ m 1M , 2 4 R$ K M M L fc . i& * H 7 ^ , Jg 

* ± » £ m iR b > u > /^m <d m^m (D m\ ^ - 8 o °c t? & # l 

fee 

it ^ tg cd fji 5£ ffl ^ £ u. > a j* « , M S A «k D ^\ A° U > A 0 * 

BSSrjJO^-^fOb, :n,SF i co 1 1-Panue (Phar 
mac i a $g ) <D A o f« ^ k: ft *M;i fi Jl b 0 1 5 0 0 r p 
m, 2 0t:t3 O^l^bfct, m^^cDS^IUiKbfco # 6 tl 
10 ¥ ^ m 6 C D 1 4 E§ ft # S£ £ f £ 66 , ia C D 1 4 in. 
W ifi ^ b tz. m m, fcf - X (D YNALS) £ JD ^_ fc „ 4 °C T? 1 B# 

m *k b , >j >Af ibfc, £ cd u > a m & o . i %^^ii7^ 

^'5> (BSA) §ttTDMEMi:5 XI 0 6 I/mL©lgT 
15 1SI, Mait*§10mM 5 (and6)-carbo 
xyfluores.ee in diacetate succi 
nimidyl ester (CFSE) (jfaftSffi^SOSl/ 
1 0 0 0 » ^ in b , Ifi1?2 O^fllllfco 

U > A S£ CD ^ CD iffl « , ^7^-fX5/iM, ^ U tf n - ;i/ 
20 hfnU F>^U-^-1' , 7 0 cD^^;i/^-S^*bfc9 6^^^^D 
7°^-h (Neuro ProbeM) £ /if ^ 7c o Sf, y 1/ 
- htCF S EliL/fc 5 XI 0 6 I/mLO'J > A 3£ £ X ^ > 
^-FtbT2 0 ML/^xJl-f ^JP^fco |W| B# , |g |fc W. t. 
IT, 1) ±fBcDJt*±m> 2) Si±f $^7f ^ I gG ini k 
25 hLARC#'J^n-t^# ( 3 0 m g / m L ) (Pepro 
Te chfi)l:«kDSlT?3 O^IBffliLfcfe©, 3) ig * ± 
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tff&V-V-^ I g G n > b U —JVtrifc ( 3 0 ti g / mL) (DAK 

/Vx.)U~F-O-7U-b\Zl®Z.tc 0 y J jv# — &&m&* 5% CO 
2-f >^i^-3 7 -fiTl 5 # & g L „ 7^J^"1©X^> 
5 ^-HK^©^iJHlCFSEiil>fc5 XI 0 6 i/mLOU 
> # £ «& ill L , 5 %C02i'>^a^-3'-rtl?3^riftiL 
feo y J )V$> — ± <D B J3S £ Bfc*^ > Cyto 
flour2000 (Mi l l i p o r e ®t) ^ffi^T^-f^n 

31 / X ^ > ^ - H t b T J3& & m M b ft t> x ;i/ ^ & ta $ n 7c 
m^^S) XI 0 0 

HI 3 tt, ^JMBS^B^f 3 L A R C \Ztt-?Z> V > A"5fc© 

15 mzm^frm^x* & & 0 zn\z£% 24p#kil-ij3&j; 
»tnf - a t $i m b ^ mmm m <d m * ± m £ m b t , 3 4 . 

jfSLARCSISt ^ m ST$§3 0 Mg/mLO^t^ I g 
G tith M ARC*U ^o-t;^#t:J; 2 
20 9 . 7 % <D U > A S£ # m £ 5k b . £ tl , * M S © * * 
± ?f £ it IS b T , U > A 3£ <£> jfi ^ ^ 5 . l%M4>bT^£d££ 
^1"o ^ +1- ^ I gG3>hD-jl/K#:ia^lil^lILfc 

}g , *Ma©i§*±*ti«i@j^(Z)3 4. 9 % © u y a ^ © ffi m 
mmz % z tfr <e> , zn z <DM3ki<t, ^ i g GKt mar 

25 C#U ^U — f JVK#:^§i±Ifi© L A R C £ ^ fPt ^ ^ i 
J; D , U>A3t<Dit^tig£^T£^T^S;i££^bT^£o T 
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L A R C Il*ft§ill&l^^itt5 d £#3*3 tlfco 

E M**ttfTf 2 4 KPMflSaibfc. ^-CD^, <2rlfiLm & 

10 ^ift^DMEMEJIb, 1 Ong/mL(DI L-U, 10 
ng/mLCTNF-aCSJSIM, 2 4 B# |HI $!l & b Tc . i& 
lilt, ig#±?f ^0iRb, *«¥^«©^^i§©$iJ^£T 
- 8 0 T: T # # b fe » 

iffi £ ie © m m \z m to it * m jul m & * a , it aj;da;iu > a 

MTlz^T^feiz J; 9 fro fee lilfciifcf I 
©PBS^iQ^^lfab, ^n^Ficoll-Paque (Ph 
a rmac i a ®0 ® fc^if Ef^ til bfco 1 5 0 0 
rpm, 2 0'CT?3 0^Mii^bfca, J»t««©JB*|EliRbfe. £ 
20 Cli^'O. l%f)J/AS7J^5> (BSA) S^tfDME 
MC5 XI 0 6 i/mL®SgtIIf, 1 0m 

M 5 (and.6)— carboxyfluorescein 
diacetate succinimidyl ester 

(cfse) (mxmmm) & 1 / 1 o o o a«n b, ist2 
25 o^'muaiifc. 
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- h (Neuro Probe®) £ ffl V> & » Sf, 7° 1/ — h \Z 
CFSEHUit5 XI 0 6 I/mL®*ffii¥iH§X^>^ 
-FtLT2 0/iL/>)i*f^JDifc. [W| fit , 

5 t x i) ± i a <d m m ± tt > 2) s*±*sc?t^ 1 gG at h 

LARC#'Ji'D-ti^# ( 3 0 m g / m L) <k D ^ 7f 3 
O^Kjailfcfeo, 3) ^«±^f^^+f-^I gGn>fn-;i/ 
M#:(3 0Mg/mL) (DAKOS) CiDtfiT?3 O^Mjffl 

itfcfe©^, n ^ n 3 0 L/7xjvf o7>- ht:iox.fco 

10 7 4 5%C02^>+-l^s-^-P^T1 5 

WLfc, 7 4 )V $ — ± (D 7, $> — FH^©9xJl/tC F S E 
Iibfc5 XI 0 6 fl/raL ©*iJi*t«^iiDb> 5 % C O 2 

* ^ > T-^Jl/^—^^L, Cytoflour2000 (Mil 
15 1 i po r e gg ) §ffl^T7-f7D7>-h©7x;^t0l^ 

m m % m fevrc, 

m^m (%) = ( & m m m % m m u ^ # x. ;p ^ t m $ n 7c m yt 

!£ S / 7< 37 > y - H h V T ifO m £ M ill b fc <7 x; ;P I*] fc ffi $ ft 7c 

20 S^?II) xi 0 0 

^l^fcS^tfe^. ^tliCckS t, 24l$|HJIL-lj8:i3<fctf 
TN F - a t j;Dfi|f $nfcttl«te©igi±|f CMLT, 1 8. 

9 ^ti^tt^gbfco :nctiT, |W| C * ± ?f 

25 SLARC§ESt5«lHT2&53 Owg/mLO^+f-^I gG 
HtkMARC#iJi?n-tJl'tt#l:J;Offlilfc»^, l 5. 
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9X©*»*i}t|j|gttSiLfc. tna, * £L a CO ig * ± tf t 
Jt&bT, m*3*©iiE3t^ 3 . 0 ^M^ltl^^ i^Sto t> 

^ScOJS*±ffi|Hj@SCD 1 8 . 2 X©#&S£©j||it]&*jgJ:* £ 
5 t £ , U^^lft, gGttfcMARC^iJ^D 

-t;i/t#^^*±irt©L ar c & ^fnt§ ^tcj; o , 
e Mi& mm * 2 4 m m v rc o -e © ^ > £©iga$?£jfiL?»£ 

tt&^DMEMt^Ib, 1 0 n g/mL® I L - 1 j3> 10 
ng/mLOTNF-aOB^^illDf, 2 4 1$ ffi jfcl m b fc . * 

20 - 8 0 °CTM*#L7Co 

Jfa«&JH^T£g^bfc5f5fi|jfiL5 OmL^DiSlfco T & fc> *fe , 
^TC^t^felUDtTofco »ibfcil*fc^L*iOPB S 
£ ?g f P b > £tl£Ficoll-Paque (Pharma 
25 c i ' a » ) OXo&Kllf l:i*Clibfe. 1 5 0 0 r pm, 
2 0 °C T 3 0 # it ii> b ft , m&S£©Jl£IIIJKb&. £ © m S£ 
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£ 0 . 1 % £ jfa.fi T )V ? 5 > (BSA) $ttfDMEMC5 X 
1 0 6 ffl/mL©IlTlIt, 1 OmM 5 

(and6)— carboxyfluorescein diac 
etate succinimidyl ester (CFS 
5 E) (fP)£iIS) £1/10 0 OiUDU, iMT2 O^fljl 
life. 

du H>7'j-^^yo7^H-*8t bfc9 6 3* ~* -f ^ □ y 

1/ - b (Neuro Probel) £ ffl V> & . t; ?\ 7° 1/ - 
10 M:CFSE«Slfc5 XI 0 6 M/mL 0)3im X? 
>^-FibT2 0/iL/7xJPf^Jfl^fc. B# K: > ft ft * »t 
HT> ±fB(Djg#±ff^3 0 Ai L / <y x ;HT ^ 7° - h £ JP X 
tc :7^;P^ — & 5%C02-<> + a^-^-^Tl 5 

5> tt b , 7^J^-±0X^>^~ F&ft<D#xJKZ> — »fc 
15 CFSESHbfe5 XI O 6 f0/mL©7^ffijfe^^5^^2 0 # L 
T -D Wi 2H L/ It a ra B# ^ un^Cil&O- ^^7<7X I g G 2 b 
ttt hCCR6 ,; E;^n-t;Vttft (3 0<ig/mL) (R&D 
Sy s t e m s ») 'fc J; D * _L T? 3 0 ^flillfcfe©, t> b < 
»77X I gG2bn>bn — ;P irt #: (3 0/zg/mL) ( P h 
20 armingen$g) fci(3*±T3 O^MILfefeO*, 
nftl2 0 MLfr)atlO!)i;H:JlI^fc. 5%C02-f> + n. 

© ^ , 7^;^^ — £^L, Cytoflour2000 (Mil 
1 iporeS) §ffl^T-?-f^n7 0 l/-hOxJV^t©f^ 
25 !^a&S!l^bfeo 
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m ft & s ) x i o o 
hi 5 mmmmiflm&t'-z l a r c ^^r§^^^©^^tg 

T N F - a «fc D $1 $C $ *Vfc » JK $3 jfe CD « * _L « }d ft b T , 1 8. 
R6Sfilft5«f.T!*5 3 O/ig/mLOT^X I gG2 b #l 

io ox©f«3»«JijisttSwbfc. una, *jaio*8*tjt 

Sbt, Si jfe 3&« 5 . 0 %M'>bT^5^ t^it. T^XIgG 

^ 5£ £ R b 1 8 . 0 % <Dit£feitlS1&ZL Z> Z. £ft Z , Z.ft 6 CD £g & J£ > 
StCCR6ft#^S*3EI0CCR6SIit"5J:it«j:D, 
15 m«#©aii^flB&i£T£*TV>*££&jSbTV>S. T & :b 13 , 
CCR6SBft5*R)S», t»JKIfflia^*±?»C^T§lffl^^^ 

mmm 6 

g'ftHgj? u ^_^£A#a^^iBJiAj^ !ii l a r c ^ >/\°^ g 

20 C0%^ 

is * m «f u # t ^ a # & «fc ucas ^ ft h ® £ a # o m m & *v m- m 

CMtt^.^, »JKffl«jl§/MJ- 5 fc<fc D M"£J b, 

4 % A° 7 3h )V A T ;i/ 5* t H§^tfPBStj;(3 4 *C T? 1 8 B# HQ H 

^tt, l oxts/*'n-XT?24Rf|«jffilLfc. ilMlioc 
25 T a > a°«> > F fr&ifi^, ^Itfc7tb> + t$il, ^ U Or 
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m to zR m zfc * & tr ;* * y - ;v K: «fc r> 2 O^MIbfcf, 0 . 
3 % (D V is J&L m 7 )V 7 5 > ( B S A ) (Vector Labo 
ratories, I n ci) 5ttfPBST2 0^f B l7*Py^ 

;i/irt# (20^g/mL).(Pepro Tec hfi)$iTl, 
lHISftlbfc. (D n y h o - JV t b X , ^if^ I g 

10 -V^Su^lt^ I g G# U # D-t;i/S* (2^g/mL) (V e 
ctor Laboratories, I n c D^iTb, 3 
O^MIbfco PBSfcit) 3@ifetb, 

X M/7'h7Hy> (Vector Laboratorie 
s , I n c m ) £ #D x. fc ^ , 1 KrKtlb, gr/PBS? 3 0 
15 ife t£ & fr r> . > ? T3y^>^> 5 > (DAKOI) * 

An*., h^r^U >T?»tt»£fiS'ff IflTTllbf;. 

H6tt, ?tmmiiK:43 #3 L A R C & >/1i7»<D^^^^^m-S 

tfi*©f lltli, LARC^>/^K&^ibT^fc (06 
20 A) o cnfcf bTv H6 Bfcwbfc<fc5fc, ^^ttHiCfJfeS* 
5fe © flii & T , LARC^>/^»Httffl*n)**o 

is iftfi-o x > znz <d z. tit, rnvtmrn.. b y >/^, j* 
u - t u > a « © m u v> m m & m s * n & 11 ft m m u # t ^ m m 
otifiiTo^-L arc ifi ft m l , n n & ©iBJfi©SiH*« < 

25 to?*J&>&£^&W0lfeJS#©»l&*&* , rfc*, LARC^IILT 
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ft w gj? u s v ± m # a ^ m m 11 <i £ & a s l a r c m r n a 
5 ofggi 

In situ hybridization^^, G a n 
l:ioTS$nfcJSl:f olfrofc ( G a n S , Ep i t h 
elial. Cell. Biol., 1992, 1, 1 3 ) , t 

10 g«Jt^P r o t e i n a se K ( 1 0 n g / m. L ) (Wor 
thington Biochemical Corporat 
i onDCkDIIU hybridization sol 
ution (Novagen. M) ^T> s n t ^>'^r->(DIG) 

15 (50G, 1 8l$n) o ^Ofr^RNa s e ( 2 0 m g / m L ) 

iDHLfet, 0. 7 5 U / m L 7;PA 'J 7t777^-f 
® 1$ U Jit D I G £rt#: ( ^ - U > # - • *7 WW A tKm^ 
(Ifi, 6 0 ft HQ ) o * « , 4-ni t roblue t 
etrazo 1 ium chlor ide/5 — bromo — 4 

20 — chloro— i-ndolyl-phosphate (NBT 
/BCIP)*g?&(Roshe Diagnostics Gm 

T? ffi £ b & . 

& -fe > x 43 «fc . # t > 5^ -fe > x u # y d - rf \% m m m i -c ffl ^ 
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ft. 

H7H, iIffllil£tt5LARC mRNA©l§I§ I n 
s i tu hybridizat i o n gCct D i^fe^lTaB 

s o ^ n «£ § t , « p 0 u ^ ^ ^ m m s * <o mmm.m \z * ^ 

5 T , LARC©7>ft>X'Jl7°0"yiaD'>^tjy5tffl 
$ ft 7c (07) o f&fctsdo^mte, IftttMfijJU^V^PMfi 
5fc © ft ilfl HH;: £> ^ T > LARC mRNA^^iltl^ii 
^tftbt^§o uftl;MLT> LARCfflt>XU#7'a-7' 
€ ffl ^ 75: « , LARC mRNAte^ffiSft&^fco L # 

a 3$ © % l, § $t s ft § «tt gg 0 u ^ v mco mmmwt 

T©^-LARC mRNA^58abTVi5CtS^l/T^5. T 

A° ^ , ;* U - T U > A° 3$ © W: M \Z , LARC^i^LTl^^ 
15 £ #jf;l&£ftfc. 
&M8 

a m w u v g g a as m m m m & a & c c r 6 m & m m q> 

^JSfll 6 T# 6 ft 7c 'It ft K ^ U £ V^je#*3fe<Z>»JBISL»«JJi- 

& , 0. 3%©^7>-iL?fT;P^$> (BSA) (Vec tor 
Laboratories, I n cl) &t^PBST?2 0^-fsl 
U y ? £ ft -o fz. „ $ S 5 % 3r jftL ft £ S tf P B S T 3 0 # HQ 
^Dy^&ff^fct, fltt-^SfttbT^'JXI gG2b 
25 ftthCCRet^D-t^SE* (1 Oitg/mL) (R&D 
Sys t emsD^iTb, llFWibfe, — ^irt#:0 n > 
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FD-J^UH, V^XIgG2bn>ho-;l/^C#: (10m 
g/mL) (PharmingenS) £ </i . PBSfciD 
3 HI Sfc # ft , Ht?>fttfct^K?^^ I gG^'Ji'n-tJP 
S# (2 m g/mL) (DAKOD^iTL, 3 0 ft m 1&W V tc « 
5 PB SIliD 3@tf I, ^jl/t^v'y-t'-^ hk^bTt'y 
> (Vector Laboratories, I n c §g) ^ 

ft , 1 ^Bftil, StfPBST?30ife#SfTofc. « ft 
, ^7$M>^y> (DAKOI) S JJP tl , ^\ ^ h ^ U 

10 B8lt flllll:^ft5CCR6^>/^S©^S§^g$ 

mm com mm. Wife, ccR6^>/^f ^sit^fc (m 

G2 bn>hn-;i/.ttftl:J:t)fflIl/fcli->^;p{4, CCR6g 
H»U ^T^JS^CDWJftjfliifcKl^VST, C C R 6 l^ttlffllS^SP 

20 9 

ISfegjgp U g T^JS^ 1 aitlllj; & #3 C C R 6 mR N A 

In situ hybridization^^ G a n 6 
(Cio t^^nfc'^fetf oTffofc ( G a n , Ep i t h 
25 elial. Cell. Biol., 1992, 1,1 3 ) 0 ~f 

tat>*>* m ffi m 6 t? # e> n & « -14 h 0 u # t ^ m m s * © m m m. 
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fMJt^proteinase K(10^g/mL)(Wor 
thington Biochemical Corporat 
ionSDfc^D^ilDx hybridization sol 
u t ion (NovagenS) 4> T V 3 * tf n > (DIG) 

( 5 0 °C , 1 8^flS) , ^OH-SRNa s e (2 0 m g/mL) I; 
i^MIbfcf , 0. 7 5U/mL U 7*777^--tf 

mmVfc iit D I G £n! #: ( ^ - U > # - • V>/WAi) £ j£ £ 
i± fc (ifi, 6 0 5> m ) . * |fe" \Z , 4 - n i t r o b 1 u e t 
10 etrazolium chloride/5 — bromo — 4 
— chloro— indolyl— phosphate (NBT 
/BC I P) II (Ro s h e Diagnostics Gm 
bHi) £fln*_> ^Tb^r^U>T?^J*lfe6SfT^, MIT 

?-T*§5' — TGGATCCGTGGGGGCTGTCAG 
TCATCAT— 3 , 5 ' — TTCTCGAGCTGCCC 
AATAAAAGCGTAGA — 3 £ ffi b > jt 45 ^ I # Hlfc 

20 oT^fiELfco 

19 11, tItai:^tt5CCR6 mRNACjSaS-I n 
s i tu hybr id i zat i o nSHi Di^fciiTS 

T x C C R 6 © 7 >f t >7 U 4^ 7 n - 7 l; J; D y ^ t JI/^^ ffl 
25 (09) o Tfcfr^COJlSJ&te* ttteHttU^T^JS^G 

5l5COttmia^^*3^T, CCR6 mRNA^8LTU5:i 
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Zm^femtr, CCR6 raRNAtJttfflSn^^ofc. 

T , CCR 6»ttilS^SilUT^5i: t**UTV5 5. T^t>. 
5 "fe , gft i ffi U V t © flllll^ © LARCCDf^^tJ;§ 

IMJ o 

T X I Il37"y>B§Ijfe ; &T^ (T^X Co 1 1 age 
n induced arthritis, CIA) Cfl^J; 
10 Z$m ffii&m&mmWlZ 38 L AR C m R N A % 
(1) v y 7 I I in^-^-^il^tf^Cii 
mB&MBVumte, £(T©<J:5l:lILfe. f & fr 13 , £ ~> N 

na7-y> (ci i) ( ^ 7 - if > &ffimm£; 
m) &mm<D 7 > h$t±y 3.n> b ( d i f c o » ) ts 

il^wiltt, ^TOi^t^JSLfc. T fc> % , 7 SI Sfr © 
D B A / 1 ^tt-?^X©ISg^^(C±fB®X-?JVy a > £ 1 
OO^L (CI I 1 5 0 pl g ) Sftglfc. 31ft t W ffi & CD 

xt;u^ 3 > * iiiMjiin&gE b it. 

20 (2) 7^XW^^£IMffil:^it§LARC mRNAC^ 

m 

SEftfiUTJI/^'f APCRfetioTW^fc. f & fc> ^ C I IT 

25 « u , fcrnzmrnvrc^ry xMffi&^&mMBfr zmRN a* i 

SOGEN (-y7$>z?—>M) £ ffl T ft ft #K Omnisc 
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ript RT Kit (Q i a g e n») Sffi^&flifSJS: 

yxy'y^^-, 7>^t>X7'7<-?-^^n j eno . 1 # m , 

10mL©2XSYBR Green PGR Master 
5 Mix (PE Applied Biosystems®), 5 
/iL0cDNA§#O^i2 0 /i LOKJSIt J; Dfx^rco 

m H ~f ? -f T — « , L A R C , 5' — AATCTGTGT 
GCGCTGATCCA — 3 ' , 5' — GGTTCACAGCC 
CTTTTCACC - 3 £ glyceralde 

10 hyde — 3 — phosphate dehydro g e n a s 
e (GAPDH) ^7^-7- BPE Applied Bios 
y s t erasftiimAL/fc (Ta qMan Rodent G 
APDH Control Reagents) „ 

PCRS^H> 1 ) m ft (9 5 °C T 1 5 # HO ) , 2 ) T - - i J 

15 >^^ c fc^#lSJg (6 OtTl^W) ©i#T4 Olri'^;^ 
TfT^fc, ^-SIWAe^OfSSlSCD^Mte, GeneAmp 5 
700 SDS software (PE Applied B 
iosys t e m s M ) fc^Dffo^o f & t> % , if #1 £ tl P 
CR^tl ( — it D N A ) tg^LfcSYBR G r e e n <D H: 

20 }fe v ^ ^ ;!/ 3£ ft § P C R 1r ~Y ^7 ;u & g 0$ 65 t $j] j£ L , 1r -f # ;p 

©^fc-SThresho 1 d eye 1 e (Ct) ffi £ HC tB t 3 
25 ftSft!|n?*5GAPDHI:^t5LARC m R N A O *@ 2f 

#} U m m M fc* , W" # j£ 2 - (LARC^Ct-GAPDH^Ct) J; (Q J| J±J ^ 
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7^3 o 

11 0(1, if^^^il»t^tt§L ARC m R N A <D ft 51 
fi <D m m &) ^ it £ U 7 )V ? -Y A P C R & <fc D M ^ It W M T & -5 . 
Cin K «k 3 i: , LARC(D^Jil/^;i/«S)iHl^^^2 1 £ 2 8 

ft 5$ fc m '> l< fa = 4 2 0 |§it^i < C © M 4> « ff 4> ^ fc: & V 
6 3HSIlliE^7^©k^JH;l7f;, CI I & >ffi ^ X © 

# < « , 2 8 agMST^gb, z. <d m m \z u > a a* * *> m m 

^IflbT^Sif^e-tL^^i^S, LARC mR N A<D^ 

iMi i 

jfe%ilBig?fc^tt§CCR 6 mRNAO^j 
H»*»feH»t*»5CCR6 mRNA©iII©I^W 
15 «flStt"J7JV^-f AP CRfefcioTi^fc. * % $1 1 0 t m U 
CI I T^^b&Y^^^Ullftgt^&lIftt 9lg* 

IRNA^I SOGEN (^v S ffl T fi& ffi « , 

Omniscript RT Kit(Qiagen8il)£JBV* 
20 fef fe^SlStiO c DNA^-ar^Lfc. PCR«, 

no. 1 n M, 1 O/IL02XSYBR Green PCR 
Master Mix(PE Applied Biosyst 
e m s U) , 5 tfLOc DNAS#tfl8i2 0 ^ LCDEJSSfcJ; 
25 OfT^&o 

ffl^fc^7'f7-tt, CCR6, 5' — GGCACATAT 
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GCGGTCAACTTT — 3 , 5' — TGATACAGGC 
CAGGAGCAGC-3' T^S. ifc, glycerald 
ehyde — 3 — phosphate dehydrogena 
se(GAPDH)y°^^T — BPE Applied Bio 
5 sys t emsft^&fAlfc (TaqMan Rodent 
GAPDH Control Reagents) . 

PCRSJSH, 1 ) m ft ( 9 5 °C T 1 5 fp ffl ) , 2 ) 7- wl J 
> ^ & «fc tf# * £ (6 OtTl^PI) ©l#T4 0-it-f 
TfTofc. #SWjt<K^©^^*©^fi«> GeneAmp .5 

10 700 SDS software (PE Applied B 
•iosys terns®}) fc: <k 0 fr o & '. f~ & fc> > *i i|g £ ft & P 
CR^tl (r*|DNA) .iCfi^L/tSYBR Gr e e n©S 
ytzs !?jr ;i/ 3ft ft * P CRU--f#;HSfc&ll#Wfc2Bl3gL, +t -f ^ ;v 
SfefcM-r*PCR**©JiBttJ»SfPdG«, £© if ft l£ <h ffilc 

15 ©wn (If, «Bft*o»8f:*fiI*0*^#ig*aKt5) ' 
<7)3£2b-5Threshold cycle ( C t ) fit £ ffi T § 
21 t )Z <fc D ff o 7c o 

W .75: « 51 M it , Wr W 5£ 2 ^ CCCR6©Ct-GAPDH®Ct> J; ^ |f[ ^ 

20 7c o 

mi i fct , ifi^iEiici^nccRe hirnaoii 
sojgRpwas'fb*'; t )v ? -r a p crscj: on^fciei-e^s. 

in(:J;§<!:, C CR 6 l/^jHiSlal^if 2 1 ^62 8 

0StJ:#l (^?iCDtf-^«2 8S@) , f©f 3 5 0 IS1! 
25 H JC M 4> L 7c <, 3 5 BiSIfSi, Z. © M 4> U H ^ ^ fc 9 
6 3 BICttlt^^^Cl/^JKcSofc. CCR6 ra R N A 
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